Dermatological and imaging evaluation of a 2-year-old male child with refractory seizures and developmental delay revealed an interesting and first of its kind association of congenital melanocytic nevus and classical lissencephaly.
INTRODUCTION
C ongenital melanocytic nevus (CMN) affects 1-6% of neonates. [1] Its association is described with neurocutaneous melanosis (NCM) as well as various nonmelanocytic structural and developmental anomalies of the brain. [2] We describe an extremely rare association of lissencephaly with CMN without any NCM in a 2-year-old male child with refractory seizures and developmental delay.
CASE REPORT
A 2-year-old male child presented with repeated episodes of seizure attacks for last six months. Anticonvulsive therapy was initiated with only partial response. The patient was born via full term normal vaginal delivery of nonconsanguineous marriage. At the time of birth, his Apgar score was low (5 and eight at 1 min and 5 min, respectively), and a single episode of neonatal seizure was documented. Also, the parents gave the history of delayed developmental milestones and a pigmented patch over the right knee since birth. Pigmented patch increased with the patient age without any change in ELISA and chromosomal analysis were normal. Biopsy evaluation of the skin lesion was not possible due to denial by the parents. The final diagnosis of CMN with classical lissencephaly was made based on the workup.
DISCUSSION
CMN differs from acquired melanocytic nevus by its presence at birth, the tendency for a larger size, and a greater malignant potential. CMN are divided into three groups based on the largest diameter in adulthood: (1) Small, <1.5 cm; (2) medium, 1.5-20 cm; and (3) large (giant), exceeding 20 cm. Category three roughly corresponds to sizes larger than 9 cm on the scalp and larger than 6 cm in the body of a neonate. [1] CMN may be associated with the increased number of melanocytes in the central nervous system (CNS) with or without hydrocephalus termed as NCM, or it can be associated with a variety of nonmelanocytic anomalies of the CNS, including Dandy-Walker malformation, encephalocoele, inferior vermian hypoplasia, multiple meningiomas, partial agenesis of the right parietal lobe, middle cranial fossa arachnoid cyst, and Chiari type I malformation. [2] NCM is almost always associated with giant melanocytic nevi on the head, neck, or dorsal spine and characterized by typical MRI appearance on T1-weighted (T1W) images, T2-weighted and postgadolinium T1W. [3] Takano et al. have described a neonatal case of provisional NCM with lissencephaly. [4] In the absence of risk factors and characteristic MRI findings, we excluded the possibility of NCM in our case.
Lissencephaly is a rare cause of severe epilepsy, mental retardation, and early death although many patients can survive into adulthood. Lissencephaly may occur in isolation or as part of other syndromes. The patients with classic lissencephaly (type I) may have a smooth brain surface in the complete form, or more commonly, they have a smooth surface with some gyral formation along the inferior frontal and temporal lobes in the incomplete form. Cobblestone lissencephaly (type II) is characterized by a nodular brain surface. [5, 6] To the best of our knowledge, our case is first one in literature to describe the association of congenital melanocytic nevus with lissencephaly without any NCM. This association may probably be due to the fact that both are migrational anomalies. CMN is caused by malformations of the neuroectoderm and occasionally neural elements, following de-regulated growth and arrest of melanocytes during the migration from the neural crest to the skin whereas lissencephaly occurs due to the defect in radial as well as nonradial neural cell migration in brain. [7, 8] 
CONCLUSION
Although extremely rare, lissencephaly should be kept in the differential diagnosis in the patient with congenital melanocytic nevus and seizures.
Financial Support and Sponsorship
Nil. 
